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Remedies for myeloma wherein nitrogen mustard antitumor agents and an anti*IL-6 receptor antibody are used together. Namely, 
remedies for myeloma containing the anti-IL-6 receptor antibody which are to be used together with the nitrogen mustard antitumor agents; 
remedies for myeloma containing the nitrogen mustard antitumor agents which arc to be used together with the anti-IL-6 receptor antibody; 
and remedies for myeloma containing the nitrogen mustard antitumor agents and the anti-lL-6 receptor antibody. 
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ethods Bnzymol. (1989) 178, 476-496 ; Pluckthun. A. and Sker 

ra. A.. Methods Enzyrool. (1989) 178. 497-515 ; Lamoy i, E. , Me 

thods Bnzymol. (1986) 121. 652-663 ; Rousseaux, J. et al.. Me 

thods Bnzymol. (1986) 121. 663-669 ; B i rd, R. E. and Walker. 

B. W. . Trends Biotechnol. (1991) 9. 132-137 #M) o 

scPvtis irC^*:® HIS V^I«c<h L M V ^ ii 1^ ^ -5) C t X IQ n 

iff-tl<^i. ^7°f" K -^:f^ LTjli^^n^ (Huston, J. S 

et al., Proc. Nat). Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) o scFv{Cfc{:f S HIIV^I^ feet Lift Vfl^W. ±ie!a^ctLT 

^ 7° ^ K U yti-tLXii. mA.li7 I y K 1 2 - 1 9^ S t> ^ ffi 

scFv^ 3 - Kt- i> DNA{i, IE St O H ^ (± . HIJV^igE^ 
a - K -r S DNA. :^ XZ/ Lmttzlt. L 11 V ^ ^ ^ - K "T -E* DNA 

NAfc Xlfc on^^^ ^ Hl^^ imti^t^^tl^b izm^ir i>y° 

1 9 
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f*: ^ fifli i L T > 'f> 'J 5^ U > / 'J 3 - ;KPBG) m<D^m^=F 

C ® J: 9 f^.^i^iS^m^'^r'M ^ n la C -ft ^ 0^ fill ^ 

Jfe C i c: ct o T 5 C i T- ^ -I) 0 C n © :^ -ft (i c © ^ if (c fc- 

Ml:. ;f: '/ A ■> ^'i- fU^i^m&^lcl^^^-itfz DNA^^L-^^K iJ' iJ' - 
i?" — (human cytomegalovirus immediate early promoter/enhancer 

tfz. o itii * ^ -e ffl ^ n -5 ia{* ^ Ji (I ffl -e # ^ 7" D ^ 

X. Txy-i'-fyPT;, •>i7>'t'^;l/X 40(SV 40) HCD ^ ;l/ X 7° 
Dt-iJ^-Zj^^^N^-tf-^t hJ:.a>y--/3>77'^?:5'-l a 
(HEPla ) fS. tom^^mfl^^^O-y a ^ - 9 - / X. y ly-^ - ^ 

ulllgan, R. Z . (D 15 (Nature ( 1979) 277, 108- 1 14) . t fi . 
HEFl a7'D^-:J'-/x>/N>'+)--;^^$fflf^li^. Mizushima. 

2 () 
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S.^coyjUi (Nucleic Acids Res. (1990) 18, 5322) IzVt^^i^^ 

$ -ti- C i T ^ -S o m u =b - - t LX \i. . lacZ^ d ^- - 

i?-. araBT* D * - - ^^{f i § ^ o lacZya^--^- 

^^Wit h^'^. Ward. E. S. (Nature (1989) 341, 544- 

546 ; FASBB J. (1992) 6. 2422-2427) IC. ^ araBT" d - rJ' - 

^^mth^"^. Better, M. bO:^z£- (Science (1988) 240. 1041 

- 1043)tCiitx.(i <t ('^o 
tit # 5^ O /-c i6 O •> /-f ;l/E?iJ <!: L T > ^flifficD^ U r 5 X A 

-t^: -Sii^v pelB-> ^^''-f ;UE5il (Lei, S. P. et al.. J. Ba 
cteriol. (1987) 169, 4379-4383) ^ M ffl -Tn ti' cfc (-^ o ^ ^) -f v X 

(refold) ^mt^ {m^ii. mm^m wo 96-3039 

4 #BS) „ 

ISgl^jg^gi i L Tli . SV 40, ') Ji" - v -t? ^ ;l/ 7. . T t J 0 ^ )^ 

7. , -t? •> ■? t° p - vt; ^ ;i/ X (BPV) ^©Eb5^^75?g^jei!ii^ffli,^'5) :: 

ti}<X^. $^>(C. ?S i ffffl US ?^ T it :3 t' - $ic it ©/: «6 , 

--t?(APii) ilfcT-. f-i-:^> + :^--tr (TK) itfe^. ;^fli® + -'t>' 
^ > ^7' y > X ;J-> 'J ;t;" •> h ^ > X 7 i 5 - -tr' ( Ecogp t ) iS ^ 
, t K P ^S?ii7tg*^ (dhfr) ^{i.^m "i: ^ V ^ t i)<X i> c 

5C<i:;i^T^> ia{*^i^O/:toOSife?^(i, in vitrofcctO- in vi 

in viiro©^^^ i LTti. X ^ .Ifffl ^ ffl ^ M ^ ?^ ^ If. I^Sffl 

2 1 
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CHO, COS^ ixa-v. BHK (babyhams ter kidney), HeLa, Vero^ 

(2) m^mmm. i?>j;i{i\ 7 7 ^) ij / ti' 3ij\.^^Mmm. i>i>\,^ 

{i ( 3 ) SA-^SSx sf9, sf21, Tn 5 ;{)<^P t> nr (.^ -5 , ffl 

ifel IfEB i t T (i ^ - ^ r ^ 7 (Ni cot iana) m. ^ L < (i 

, —zi-f^7i- ^ ''<7^ A (Nicot iana tabacum) ^ ^ (D B Hi^ ^ i> 

) i*^. mA.^is y t) a i -t 7. (Saccharomyces) , U L < . 

y f} V i -ir 7. -trUh">>x (Saccharomyces cerevisiae) > ^6 
^Ui (2) ^'^m. MA.<,i. 7 x^^^l/^-^UT. (Aspergi 1 lus) m. 
L<Us TX^JU^JIT. -^'-(Aspergillus niger) i)<^^nx 

h o 

^ffl lis i L T ti . i^mWi (Escherichia coli) . ^^mt)<^^nx\^ 
. Jf^Hfe#!5 $ n/i^fflflS^ in vi troTlS#-r 6 C i (1 J: «9 tit^^'if 

n^o :i:t^a]©:^ififeiii!£iWT 9 o ?L II iHB ffl o i$ 

Sf^chLTs DMBM. MEM. RPMI1640, IMDMH ^ 1^ ffl "T C i *^ ^ 

SL^ ^ilnyfti^ll LT J; ti^. Jrt it Ie ^ 2S A L ilffl flS ^ 
Kj^KDOlIfl^ll'Ni^fitt S C <!; {w J; 0 > in v i vo(C T !a f* ^ M ^ L T 

in vivocDS^I^ <!: LT ii. li/*^ ^ ffl -Tl, 3^ ^ It^l^ ^ f$ ffl 



wo 97/49428 PCT/JP97/02246 

6Zti)<X-^^ (Glaster. V., SPECTRUM Biotechnology Applicat 
ions. 1993) o 

> ^ H -5 > X X - 7 iJ' ^■{-'f$ffl L T t ct 1^0 (Bberl, K. M. e 
I a!.. Bio/Technology (1994) 12. 699-702) o 

C CD ^ ^ 3 £D<*j^ct <9 PiTS©i^[f*^l#^ (Maeda. S. 
el al., Nature (1985) 315. 592-594)o 

. i^il ;i (i' PM0N530JC ifALs CCD^i'^-^7/u/<^J'x'J'^A 
f-ja — > 7 T i/J^ >7,(Agrobacteriuin tumefaciens) (D 9 ii ^ 
7- ') T IZ^At ^ 0 Z (D/< 7- ^) T ^ -9 ^< o ^ - o 7- ^ 7 i- 

^ 7^ A (Nicot iana tabacum) {z/l^^-tt. 2^ < u CD Hi: 0 Pir 
S CD ilt ^ ^ ^i -5) (Ma. J. K. et al. , Bur. J, Immunol. ( 1994) 24 
, 131-138)o 



0 o 
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m-^. ^WH$Mt tzuim^ ^ - K -r dna^ m ^ ^ - 

^ff^®fe«l^ti-r t (Hi®#f^ tHIS'^r^#-^ wo 94 - 11523 # 

PI) o 

7 ■ ui^<D^m. mm 

L i^^]- {C ^ T- ft »J -r -i) C i T ^ 5 o * ^ Bfl ffl ^ n -5. $t{* CD ^ 

ffl -rn li' ct < . ^> |5g ^ $ n 5 4> c7) T i ^ o 

^ ^ -fr n (i\ ia^*:^^g|. mmt !b Z tt^U- ^ 6 (Antibodies: 
A Laboratory Manual. Ed Harlow and David Lane, Cold Spring II 
arbor Laboratory. 1988) o 

7 y ^ -i - V ^ y y ^ - ti V U t LTIiv 7° 

a-r'<>A7^^A^ffl^.^/c;^7^<^:LT^ Hyper D. POROS. Sephar 
ose F. F. (Pharmacia) H ^ tf "p tl 6 o 

T y ^ — ^ ^ - ^ hC'yy'i-iiX{f\.(D^v7 h/-77^-i 

^'•57^-, y . D -7 h ^' 5^ 7 ^ - . (& « :^ D V h 

y y -^^<^lf iotl^ 0 (Strategies for Protein Purificallo 
n and Character i zat i on : A Laboratory Course Manual. Ed Danie 
1 R. Marshak et al., Cold Spring Harbor Laboratory Press. 19 
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96) o C n ® ^ n V h y 7 7 ^ - (iHPLC. FPlCmomU a ^ h 

8 ■ jvi g ai] ^ 

5!S®#=^5Sz£ ( enzyme- 1 inked immunosorbent assay ; EL]SA)l|{c 
J; 9 ^ i ^ o t> ^ s i&^Jt O ffiij ^ {c ^ 5> li ^ {w W . 

n /: iJt ^ PBST-ii^ (Cl&f? L 280nm© P^^g ^ SiJ ^ L 

. S *j i O' -y- :/ -5 X II J: i9 © Sfc {i S ^.i: S . t h^it<*<^ii^ 
Img/ml^ 1. 40D(i: LT^tlJ-^^o 

t/c. EL1SA{C J: ^ii^iiJi^T® ct "5 ti ^ ^ -5. C i ^< § ^ o 
■tilt>^. ^AUn^WW^Wi (pH 9.6) T 1 u g /mlCl^f? L 
t 4=^!n: t h IgC^f^^ 100// ] ^96:^:7" U - H (Nunc) Iw ^ . 4 °C 

^,^lWizgJK;^mD°D<i:LTK^©jg^©t h IgG lOO^z 1^^ 

Sl/^j^C^SO^^ > + ^^-i/ 3 >©^^> MICROPLATE READER 
Model 3550 (B i o-Rad) ^ ffl T 405nmT © i& ^ ^ iSiJ ^ L > §6-) CD 
?/[ CD S ^ ^ -is t h IgGOP&Ttigcfc mtbl- So 

^rCi^cDjg^SiJ^ll i±. BlAcore (Pharmacia) ^i^ffl-fSC 

9 . ^ ^ CD ^ C7) H E 

^> n 7? ?i ^ ffl -r -i) - i ?!>^ T- ^ o 1 L - 6 S Jt> ffl US ;l (i\ Nli 
60. BSF2^i5$ L /c^ U - MC IL- 6 ^^jD-r o o ^,^ iJt 1 L - 6 
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. I m^ii- 6 ttfiii- e ^^i^^^w^iE^io -eLT. iL- 

^ . If {ffi-^ cfc (Antibodies : A Laboratory Manual. EdHarl 
ow and David Lane. Cold Spring Harbor Laboratory. 1988)o 

m^t6:(5mtL-z. ELisA, EiA mm^i^m^m) . RiAc^ifei^^ 

L. 7'b-h^^> + ^^-->3>, m-/^Ltz'i?i. p-^f^D7x 

yStt^Wfifi-g-^Ciji'^-ei^o IL- fig^^i LTW/^I^IL- 6g 

^la^yitt^jl'J^-r LT(S. ji^OCell ELISA. * U 

. 'J 7^' > K U -tr 7* iJ' - ^ 7 -y -t ^ ffl I ^ -z, C i T ^ ^ 0 

Cell ELiSA&©ii^. 1 L - 6 ^ ^ i$ ^ -E. IfflM ^ 96 

;X y - h T- i§ « L T ^ * ^ -ti- . / N° ^ ;L' A 7 f-' t VUfvm^ 
itt^o IL- 6 ^*iDa^oM5^il^I^S^ L 

S ia ^ 1 1; M . MA-^i. tiHl- G §:^itifii^m^'mm<Dt^m 
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MiS^^^m^i- ^ Z tail- 6 L IL- 6 m^iBiJ^T 

^ . tn.li- Q ^mi^mW(D > I'' u-t-f ^ -m^mmiii±^wm 
m^^i. mm±(D\i- e ^L^wizi^t^ il- e om^mmr y -t 

6 OM^T^fS i . xil^lUSi! L /lia IL- 6 ^mi^Vii^^'^^Vmi^^M 

fa !i ?s ^ An -r -5) 0 -^BtFB^o^fe. $iBfla^^gtL. usi ± tc i^g ^ 

LtiW.^\l- 6 © 1^ <^ S -rn (i' ck (,> o 
±ietJt<*® ygttif ^i (is BIAcore (Pharmacia) ^^^t i> Z. t 

10. }S ^ a J; ^'J 

iji ^ ?rij & o' 1 L - 6gs#^n:^*c7)M#^§^T•JiJ^^ 1 mm(Dmmm 

< i SIJ 5> fi^ (3 PI ± -r ^ i6 (1 + 5^ M T S ^ n o ^ . 
% ttg PeKi # CD # 1^ . S t*; tc J; *5 IL -r ^ C <!: T § c 
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iiilL- 6 ^mW^i^(Dm^i^4mt LTli. 1 B lco^i*fi 1 kg 
0.001lng/6^^> 1000IIlg©laSITili^^tL^o jif ii IC 1 kg^ 

T M 0 s c n © ii PE ^ $ n 6 t © T (i ^ it /a I ^ o ^ 4 0 isc 

L 4 iiti 1 [51 © ie SI ii (i' n ^ ;!)^ C ti !c ^ ^ n ^ t © T 

/Sns^ic^^-r c i^^if t Li^7i<. ^ ^ 5^ CD 14 K > 

. /a eh- (c ct 0 □ 6-1 S # -r ^ C i {j T ^ 0 i ;i > ^mP^ 

'&^hi>\.^ii.!^m. mmm'&M. m^f^^Ms mm$> 

S ^1 tc J: <9 S -5 *v i X. (i' ;^ 7 7 7 > T (i . 1 B * /i 0 1 ~ 
20ing^ilB *i>l.>(iillli:: 1 ~61s]i^P^^. t tziii^m^&mH t 
LT20-200 mg/m - ^ # [H t IS 3^ In] S 4 ^ i> o ^ > ^ p 

Siil~5[£]. ^L<{±2ii/j:i^Lj^ci[H]}S:4t-'So fi^. 

Ie] ni c ^ L ^ 7. ^ a - . 1 C If jJ-il ;c pg ^ $ ni. ^ © 

T'liUi^c ttz. ^ h u s. -y-T X - V ^.ifimM i-i . # 34 T 
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^ $ ^ o ❖ -r t' y ^ u X ^ > > 7 K 7 7 -1- •> > . K - 

h b IL- 6 ^§^*:tn:^* <!:^l^i^^(-S41"'S^i^^ -t^Jt^Ji^ 

^ Lo. oi~iooo{^ (fifiit) o:>m.mx'M\in^o ttz. ]^#^-^ 

5$J (c pg ^ $ n -g) hOX iiU^'o 

I L - 6 ^ § ta ^ i ^ SI] ^ © B# iS: -r S X y i> ^ - Ji^ ^ mis Z. 
S vl <!: z:)< T- i S o ^ . ^ h □ x > -7 X ^ - K ^ ta^ ^iJ ^ 

~ i mm z: t i:.m <o M-t z. t i)<v ^ i> o i- ^ h a x > x ^ - k 
-5 1115^ m ^ ^ ^ 4 *i ss cfc 0 p s E 1^ § $ n 6 ffl 

c 0 cfc -9 ^j; R IS in ti ® 1?|J i L T . 7K , E m fi-i fF $ 

2 9 
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D K > > :^ ;K + •/ h' - ;l/ 'J -7 - , ;^ ;U t^' + f - ;Hr ;U o - 
7 -5 t' 7 il" A , :^ 4f ;/ s -fe' 7 5" > . «^ . ^ U -t? U > . ^ 'J -t 

'j :x , >^ D h° L/ y >; 3 - 'J x 5^ u > ^ u 3 - ;U , 7 -t u > 

. ^N°57^y. X7'7»j>U7;U3-;l/, Xr7U>K^ tMfEyi7 
yPT" $ XHSA) . -7 y- Y- }l. 7yUb'h-;U, v:^ h-^^ ISIg 

j!jd ti i L T fF ^ $ n ^ ^ ® ^ ^iKa i- z:>^ * {f n a o 

^ o ^ *n {i * II y& ^ij <^ ^iJ S! {c l; T ± le o b ii 1: * 

*^B^{i^f;s 2^ ^ O m ^iJ <!: itb CD H SiJ . ^tl^ft^^^fiJ^^fiXE 

^il$>?.l>(i*^Bfl©gfi<3T'abl)?gtt^ii^tL<(i*ilA-r€>J:9 
'a ^ ^ij <7) 4" ii (i' ti ^ o 

t ^t<. * ^ {i C n PS ^ $ tl hOT'iifl^^o 

Hirata«?>c7):^fe (J. Immunol. (1989) 143 , 2900-2906 ) iz X K) 
f'F^ L /ctnilL- 6 ^ iai^t^ MT18^ CNBr il J: «9 ?g Ik $ -tt -t 7 r 
a — X4 B (Pharmacia Fine Chemicais^^ Piscataway. NJ) 
l^©te:^{c L o Tife^ ^ -ti-, IL- 6 (Yamasakiti. Scie 

nce(1988) 241. 825-828) ^iftS^L/Co 
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t^^ti-^s t h ^ ^ viifiBa^5^U266^ I % -J ^ \^ (Wako c 
hemicalslH) . lOmMh x y - ;u 7 i > ( pH 7, 8) J:t>'0. 15M 

NaCl^^t- 1 mM p - y<y7 i J 3. - )\^ i- ^ > X ;U 7 ^ x 7 
7 -r K>^ K o ^ D 'j K (Hfako Chemi cal s$S! ) ( ¥ h x 
IfijS) T-^S^bLx -fe 7 7 D - X 4 B f- X i i^^ ^ -ti-ZcMTlSiJi^*: 
iiS^Lfio -eom. tf- h - 6 I5]i5fc?% L. ^ 

JftJCffll^^-SSB^^mSSlIL- 65 Si* iL /Co 

BALB/ c -7 7.^ 3 X 10" iI©U266iWfS*^ 'ili/:±l5SP^ItS!J It 
- 6 S^i*T10B ;fe^ (C 4 iHl^g ^Oj^^S^ICct 0 7' 'J K 

THe®:^?i<CTlL-6S§#'\©$f^/£tt^P'^/;o 5X10" ilil© 
U266^iDl}a^ S - > > (2. SmCi) T^^L. ±iE>^^h-> 

oj^'ft L /:U266iBflS^0. 04mlSS:<^ -tr 7rD-7.4Bf-Xi^ 
^^■ti:/:MTI8}n:#:<i:M^ L. •:^4■'h->^S^ej^T•6[Hl^Jfc# 
0. 25inl® •x'^- h- (pH 3.4) IC J: ' ' S - ^ ^ - > 

^ISilL-6^§^^)5titb^-ti-^ 0. 025ml© 1 M TrisCpH 7. 4) 
i^DLy-Co 0. 05inlCD/> -r 7" K- •7±$«±-/»^0. 01inl©Protein G -tr 
7 r D - X (PharmaciaSy) <i:M^L/Co 

)5fe^L/c^^. -t: 7 7 D - ;^ U 0. 005ml ^ S - ^ 

SDS- PAGET ^^/T lL-6g^^*<!:Sf&-r^^W7''J K-vi^fi 
±Vt^lS^/Co ^-Ol^H, Rftllti^W 7" 'j K - -7 ^ o - >PM- 1 
ALL /Co 7' ij K- vPM- 1 nStitlL- 6 gSi* 

^^[f$PM-l(is IgGl/cS2c7)-f-7'i5''r7*^W1"'S)o 
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/Co t hmtSkmil- e ^izmm J: 10 mikL (liirano^)^ Immunol. L 
ett.(1988) 17. 41)s h >- -ISIg (New England Nl ear 

, Boston. MA) {c J; (9 "M^HIL/: (Tagab. J. Exp. Med. (198 
7)166, 967) o 

4X10^ m<D\}2Q6mm'^. ioQ^&oMmtj.4¥^t^ii- e o-^^^ 

T'e^ja<wT> 1 i^Pels 70% ( V / V ) ^ y ij K- tPM- 1 © 

i^S±?f 5^?>' 14000CPM© ''M :ifaiL- 6 i 4> f;l&« L /Co 70 u 
\ CD-^ y-f 4 00// lCD^-ri'U7^-v;i-:iJji^U>^^-7- 

ICAn/c 300 // 1 © FCS±{cl:JiLv jt>ll>©?^. fflSS±©»(ltyi14 

^i'J^L /Co -e©|gm> 7' >; K- tPM- 1 ;5<^^-r 

IL- 6 © IL- 6 S§i*{ii^-r ^^^^Pl^f i //B^ i::,i}st U o 

T'v- O 

##iL2.. S^H^ b h PM- 1 K^©f^^ 

t }> PM- 1 la ^ B 1^ 4# 1^ tti m # WO 92 - 19759 (I 
IB «lc © :^ ?i cfc «5 /: o # % f?i) 1 T ^ ^ n /z ^^ 7' i; K - T PM- 
\ i)^ n f^X' ± RNA^PI^L. C ni; 0 -*l:ScDNA© ^^<5rft -o /c 
o 'J / ^ - •t?ii^5fB(PCR) ic «t 0 V 7 XPM- 1 © V ^lig© D 
NA^ltflSL/Co PCRi^{Ci^ffl f ^ ^ ^ V - ii S. T. Jonesb. B 
io/Technology. 9, 88. 1991 {Clfifj $ tl /: t © ^ ffl l> /c c 

PCR^IiJ: 0 It *i L /c DNAI^^t^^BUi L . ^ ^ 7. ii -v ^<m.L %kV 

v^j^^ a - K-r siife^^^t^ Mm¥^ ^ntzo cn^>® oNASff 

>t ^ y 5 X ^ K puc 1 9 iw ii L > i^mm CHd a © □ > t' x > h iib 

fCaiA LT:^Meiff^Klc^tt^fi/Co C © fl5 K b ±ie 7" v 
X $ K ^ ^# . :^ ^ 7. i K * © V ^1 Jg( 3 - K ill © ii S Be ?|J ^ . S 

L /cc 
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T'i'XPM-l /cLiiaO'H$^OV^I^^:3 - K 5 cDNA^ HCMV^ H 
Ki^ ^ -iznALtZo Sfil^t hPM- 1 in:^*^f'PS!!-r^7'ca6{^. C 
DR^^fiiiJC J: ^-7^ XPM- 1 CDV^S® CDR^ t h tJt^ ^ ^ fit L o 

V^I^C^U-A^-^^IllIc (PR) 07^yK^g^L/Co 

C O J: 9 <c LTf^S!! L /cSfilfiS t h PM- 1 Ja^^^O L ii J: 0^ H «^ 

> 7 7 :7 - 1 a (HEF- 1 a) yp-t-:J'-^^Wt6'^:^^-IC 

A t -1) d i (c J: 0 ^ Htl^ t h PM- 1 (hPM- I ) 
■r -S* iifffl US ^ ^ «i 35: L o ?#bn/: hPM- 1 ® t ML- 6 S§^*:'^CD 
^^tl:{± ELISAII TitlJ'. L /Co $ . hPM- 1 7. tJtl* *j cfc 

PIS L/io 

Xadriamycin. ADR, tSf□%^SS!)^ t > ^ U 7. f- > ( v i ncr I s t i n 
e, VCR. Sigma Chemical Co.S.^). > ;U 7 y 5 > (melphalan. L-P 
AM. Sigma Chemical Co.SS) IwS^^^ KPMM2^IS©li^tt !C H^-T 
hlL-6^§{*K<*«Of^W^I^'</Co 

-5 (i^r^^ 7 - 236475#PB) o * # i® M .€ # (± s MCNU (ranimusl 
ine)fc cfc U'MP (melphalan. prednisolone)jSe)^ ct i9 K^S^MJ* L 
TU/c/j^S^L-N VAD (vincristine, adriamycin. dexamelhasone) 
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IL- 6 {let <9iSii$n6 t thiz. tn;IL-6tn;<*^-5(,MitiiIL-6 

SSi*ln:<*{^<t 0^^1-151^ (fc^f^ilnfg (1994) 35. i36i- 

1365) o U^. m^commfS^ii. 'H^^^^<:^> (Amcrshamm 

) <Dmf!^^w.K>i^^Mi^^ K) missel tz. 
mitLxi^tz Kpmzmmi^mmmm (20% FBs^iiDRPMii640) iz 

^ ^ --fyy-V (FalconlS!) {C50;u 1 ^""O^aL/io ^ ^ . 
Mb hlL-6 (Asagoe. Y. . Bio/Technology(1988) 6. 806-809) 
, iitthlL-e^^i^lai* hPM-1 (Hu!e#%^j*Jj;U^'ai^J|^|iFtil 
il^i^rj3#^ wo 92- 15759 #.^.) fc J: a'±iSft^Jtz£SiJ^^t;l&tlll 
*)^l^{i3>hD--/U<i: L Tfrl$i§it!l^^fin L . & 't? x ;U 200 1 
i L /wo 

C U - h ^37°C. 5% C02??SJtaffiTll*3H^T 4 a TbII^* L 

fio lg«*^7 4 BtFH^Iijtc 'H;gl^^ ^ y/§?S(i00(/ Ci/ml) 

. ^ X ^ - (Micro 96 Harvester. SKATRON i ns t rumen tslH ) [; 
J: fflflS^ ^^'5 X 7 ^ ;U - (Printed Filtermat A. WALLACE) ± 
iClEliiKL. cn^-7^^p^-i? (1 450 MicroDcta, WALLACSJi) 
T ilij ^ L 0 

Lfzmmmx(Dmm\^ 'u^m^ i >^<o ii^^m^ looiL. ta 

-t©*^^. |h! i:2g]t®in: h H IL- 6 S^<*:tjii*#^ TT. ib^^ 

i^ij © ?SIJ^ i ® Kl ^ it 15!: t- ^ t > T K I) T t ^ •> > i f > 'j x 
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nil©p< ;U7 7 ^ V*^^^?-^ ^ ilS. 5{C* T'^STL^wo IL- 6 0.1 
// g /ml® y 7 r ^ >^^#T*< 15. 9T'* o fco L o T . talL 

i b -:. >'U 7 T ^ > (Sigma Chemical Co.M) ^ffll-^ 

tit fil ^ y£ O If ffi {w . Xenograf t^: T-';H*Jt^!)^ffl (-^ /io t" '^a *o 
^|gtt-tMffiB#©fll7X<3 fi^-r ^ t h # M fi -Ifffl ^* KPMM2^ 
. JSSCID-7 X (FOX CHASE C. B 1 7/ 1 cr-Sc i d J c 1 . B * U 7 

L^ 5^*^IlE'+'{c royelomaiJ' i^^'^* (M:5'>^<^) ^^±t^^n\z 

Ml" -5 # M it *ffl SS {i ^ in v i voilft L T i,^ /: KPMM2^ffl JIS ^ ifS t?] 

(i3xlC^ /mllc|lS!L. -7 t7 X 1 Ki, fc «9 0. 2ml -f o 0 
!^ *S L ^: ( -7 -t? X 1 E *> ^ 6 X 1 0 ' <® ) o ^\ C O $ffl Sa ffl B 
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^day 0 i L /Co 

ta t h IL- 6 ^^i^iHi^- hPM- 1 (i . 12. Img/ ml (r T ^ # LTi<^ 
/cli?^^M® >; >®^Sr^l3T^^ L. 5mg/n)liL/cc Cti^T 
't? 1 E 4, /c <9 0. 2inl-f o Jlli^M ck day 8lcg:4L/c ( vt? x 1 

E$> /c <9 1 mg) o (i, ifiW ^ -t t U K^i&m ^) ytSt^^mi^.^ 

|5Hi S L o 

^;1/7t^> (melphalan, L-PAM, Sigma Chemical Co. Hi) (1. 
0.2% CMC (7^;U^"4 •>> ^;Hr;Un-x) 7K f$ (C L T 0. 3 
$>h^Ui 0. Img/ml <!: L Tffl /Co C n <^ v 'i' 7. 1 0 g /c 0 0 
. Iml ( 3 * U (i 1 mg/l(g we i gh t ) "f day 1 ^ 5 a Pal il BSD 
^-^L/Co fl?. II (C . > >'1'7 7 7 >^#^ /i 0.2% CMC7k/§?fic 

H M W > Jl^ T O 6 P fc T C /i o /c o ( 1 ) > ;P 7 T -5 > *i J: y 
it 1^ J9; I? . (2) > T -7 > 1 n>g/l(g^3itit^l¥, (3) ^ 
;l/7 7 7 > 3 ing/ltg^ttfS:-^^. ( 4 ) iit^^&J^^Sf. (5)y 
;W7 7 7 > 1 mg/ligfc .t fflH. (6) >;U77^>3mg/ 

m^Oi^^ t LX . ^nmr^^ X'J day 120X-(Dmm±Wm. da 
y 3OT'0lM?iM ^ > ^< S ^ ffl /c o ft IS <^ ffl /: ti - 

^-fb Wilcoxson^ (SPSS for windows ver. 6. SPSS inc.) ^ffll^ 

lln?SM rS' ^ {i t h IgGi LT aismizx^m Ifzo tt\ 

u7'L'-h{C:&5-i(iLs j5j(lL/co ^<k 7 ^) y t 7. y 7 9 - 
t h IgGtti*:^^^ $ -t^-. SIGMA104 7 ^ X 7 7 rJ' - -Ir' S ® ^ 
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^ ^ ^ L /c 0 

talL- 6 gg^lai^m^iS^lf ab I > 7 r "7 > 1 mg/kgtS 

]35 # ^ #1= ffl -r S C t J: «9 ^ #iS:-^SI. M#ttfeJ^S|{c?Pt L^.«{3 

^^i&TLXi'tz (El 8 ) o > r -7 > 3 mg/kgCDii^, /Jl^yy 

fz (119) 0 * /c. day 120!C (:f ^ (i . Smg/kgc^y 
(c # $ n ( g 1 ) o 

%:Kt ^ ^ t itf£^- fzo 
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M ^ 






CMC control 
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46. 9± 1. 5 
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0/9 






1 rag/kg 


7 


47. 3± 3. 1 
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0/7 






3 mg/kg 


7 


84. 1 ± 9. 1 


175 


2/7 


day 


8 


CMC control 


7 


55. 1 ± 5. 2 


118 


0 / 7 


day 


8 


1 mg/kg 


7 


68. 6± 7. 5 


146 


0/7 


day 


8 


3 mg/kg 


7 


110. 0± 5. 1 


235 


4 / 7 



ja^** : loox (.mmi^^uymm^^^^t^) 

L . ^ « II E ffrr 3% lg ^ ±t ?S 1- S C i /J< 77^ ^ n o 

- 6 ^^i:^tn.w t itmmmm (D m m m - o:) in 

HSfefiJ 2 (C J: 0 . ta t h IL- 6 y ;U 7 7 5 ^OiJiffi 

iaffi1g?£^4®l^ffi{- (i> H Jte i?il 2 i [5] U < KPMM2^fflfla^Jif^M=t 
<0 ^ U t 6 Z. i'? fSL L fz Xenografts f-';Ui!j!to^ffl fc- ^ 

L T^ilfflM!S®?S <!: L /c t (7J ^,lira?^^^ 3 X IQ- /mKcpll^L. ^ 
7x 1 E 0. 2ml T o ^ f|t M J: f9 M L /: ( t 7 7. 1 E c) /; 0 
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6 X lO" m) o U:^. C ©fflHS^ffi B ^day 0 t LfZo 

tat ML- 6 ^^^Vii^ hPM- I its 6. 57ing/inl© JgJ^T 'J > 
^ h 'J A^j»?^45(C{*i? LTl-^/cl^>?gc^ffl (-^r, 5, 1. 0.2. 0 
.04 mg/mlcD^/^jS^fl?^ L cni^^day UJC^-^x^filOg 
$>/c<9 0. lml-roEi^M.i: 0 ^^-r S C i J: ^ 50, 10. 2. 0.4 
mg/kg weight ^ 4 ^ fif ^ L o *JfliS|(C{i. liiW^tt t^^^m 
^ Ir] I- 4 L /Co 
//l'y7y> (melphalan, L-PAM, Sigma Chemical Co.H!) (is 
0.2% CMC7j<?§f^ {ClgiS L T 0. Img/ml i L Tffl /Co Ctl^day 

7 5 Bf^MB ^ X{^miO g htz K) 0. Imi-foijii □ L . 1 
mg/ kg weight i L /c o ^fPIS? . ^ ^l' 7 y ^ > ^ ^ ^ 4" t ^ 0.2 

HS^ti. iilTOlOff ilTfc C /i o /Co (A) 7 ^ 

4o J: t>' in: «^ # 15 H . ( B ) > T 7 >^?it&4S¥. (Otitf^ 
^fflft^?ii&44l$ (50. 10. 2. 0.4 rog/kg weight). (D) / 
;U7y7>fcJ:C/!Jt^!t^^fflS#l=ffl 411 (50, 10, 2 . 0. 4 mg/kg w 
eight)o -I¥12E, > ;U 7 r 7 > 4SI(i . 

6E> ^nJ^^l.®i¥(i 7 Ei L /Co t /c . fSj-IHABc^ 

h D - i L /c o M ^ > ^ S ® ^ ^ (5 > H iJ'il 2 {c lEIIiii © T 

H^Cf^liiLT. ^^^TbI. day 30. day 35, day 42TCDil?«- 
M ^ ^ fi^ffl t^/Co ^i?»)rBlOl^^;c !i^1?tei^^ffl l>/:-«t' 
•fb Wilcoxsonyi- (SPSS for windows ver. 6. SPSS inc.) ^ffll^. 
fe^i$i5 %li(T^toT^^i4'iJiTL/Co UliytMiJ' > 9 m(D^-& 
(d (i . :^?7I(C ANOVAii (Analysis of variance, SPSS for windo 
ws ver. 6. SPSS inc.) ^feC/jTl^. WStt^^JtSS L /clltBonferro 
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nim (SPSS for windows ver. 6. SPSS inc. ) ^ffl I*, 5 % 

ct I>'tn:i*&fflSJ^543S^^TMi. day 3 5 CD lR!f ,^ T t 
m i)< m ^ L tz fi i!b . day 30© iln ?S M iJ' > S T-it ^ L o 

/ jiy r "7 ^ J^y r y^xv^tfiw^mmmzy 30 

T©Ila/tM tt*^#^{^<£ < . S:4L/c$tt h IL- 6 S^i* 

day 35iday 42£0 x - :^ o i,^ T it l3i L o 

*-r\ day 30(wfci,^T. . f"' n CD ^-^ fi (i :te 

l^T y ^< m^'^Mlzmmt ^ C i tiX-i fzt<s ^ 

7 r 7 >(i^ajS:-^TWmfc ^ n^^IJ)$iJ L ([glU) o day 
35. day 42JCfcl^T. > /I' 7 r "5 > ^ 34 ^ tfT tn: J; 
^ #f fflSil^^^i^ L /Co -?rOMm. lOmg/kB. 2mg/kg. 0. 4mg/ 
kg®miL- 6 S§^*:tn;^^|?j^ffl-r€) cb {let 0 . W M ^ > 
fi © jl^ iS J6 b n 7^: (1312, 13) o 

»D<i|S]^^LTi.^/Co -fift-ft: Wilcoxson^i fc J: 0 ^ ;l^7 7 7 

>m34t8:-^i¥{ci=t L . ^^.^^<mtb tlfzO . O. 4ing/ kgfc J: u^' 
50ing/kg}S:-^S^T*> o (E114) « 
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S2 trih b II- 6 ^^i^tKW hPM- 1 t / Ji^y 7 ^ >co 



hPM— 1 

ti r lYi 1 






it 5fe «B 

■3L l-r »VJ IBJ 
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wfT ^ 

C%) 
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CMC control 


12 


41. 0± 1. 7 
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SOmg/ kg 
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41. 6± 1. 0 
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lOmg/ kg 


CMC control 
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40. 4± 1. 7 


99 


2 mg/kg 


CMC control 
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41. 4± 1. 3 


101 


0. 4mg/'kg 


CMC control 


7 


40. 3± 1. 2 


98 




1 mg/kg 


6 


58. 2± 1. 8 


142 (100) 


50mg/ kg 


1 mg/kg 


7 


65. 7± 3. 9 


160 (113) 


1 Omg/ kg 


1 mg/kg 


7 


64. 3±2. 7 


157 (111) 


2 mg/kg 


] mg/kg 


7 


63. 3±2. 3 


154 (109) 


0. 4mg/ kg 


1 mg/kg 


7 


63. 7± I. 1 


155 (110) 



$af^$ : loox / m-^m^^%^ 



i L T ^ o 

0. 4ing/kg~50nig/kgCD U-f'tLCDfflftll^oUTts iaMS^^^^ 

i> Z. t {i ti i)^ ■:> fz o L /c o T . "t ffli M ic I ^ T y 7 T ^ y 
U <!:■•(:: W ffl T- * ^ ^ 1^ $ n c. 
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m ^ (D iE m 



4 . siJiePM- 1 7!)^ S ^ ^ t h PM- 1 iit^*: T * § It 3}^ Ig 3 IB 
«i5 ® -t M M y& 3i S'J o 

f■■<Yoi>J.yr^x^-h'N-:t^■>\^\ / Ji y y ^ y , ^ v A 7. 

f- > . -Y t^ X 7 T i K\ ^ ^ y 1^7' V JUXU y 9 V xy T i K T- 

6 . 15 le ^ h D V i y V X ^ - K IS ti ^ ^1] y ;i/ 7 7 ^ > T- * 
la «Jc ® # M ^ 5t ^ij o 

9 . HUlB^- J 9 V - ± )\^ViWt<?\^- 1 ta T * -5 IS 5)< II 8 tctetii 

o # SI at ^ ^ij o 

10. fiilEPM- 1 fix t h PM- I T * -S It ^ il 9 lEl 

11. HU le :^ f a X > -7 X ^ - K ?S Jit ^ ^ij > p b ^ y , 
^ ^ h P X > -7 X ^ - K N - ^ + •> H\ y 7 7 ^ > , 7 A X 
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^ > ^ -f X 7 T $ K\ iJ' D ^ A 7" •> ;l/ X {i •> p X 7 7 ^ K T- 
hi>. 7 ~10©l<>-fn;{>^ ] 11 (c fg gj o 1^ j|t ^ij „ 

12. IE -f h P X > V X - K 1^ iJt ^ |[|J ^ 7 r 7 > T- * 
<9> -?:tTHUISta]L-6S§i*Uti*:*<^«$^thPM-l tJt^^T* § 
. 7 -11® l^f-n^M Ig {I le tfe O # M ffi ^ it jSPJ o 

13. T^-l" hPvx>77.iJ'-Kl^ia^^iJitn:iL-6S§i4^iai4^<i: 

14. JiilL- 6 SS<*ln:i*;i'<^y ^ P-^^H7ti*T*^|||*3I13(l 

15. BU le y "7 P - ;H /Ha ^ PM - 1 ^* T ^> ^ IS II 1 4 le 4!i 
© -t tS M ?^ ^ij o 

16. fllJIBPM- 1 ia 1^: S fli fiJt t H PM- 1 iJt^* T * -5 IS Jj? IM 1 5iw IE 
«fe C7J -t fl 11 3S SlJ o 

17. Bu ![!•;'-'(' V V z. y ^ 7. ^ - Y %tK'^'^\ti^ :^ u \y 9 I y . 

^ > . X 7 T i K\ ^ n 7 A 7' •> >b X <3. ^ P X 7 r ^ K T 

IS 1 3~ 16CD l^-fn/)^ 1 II IS ilc O -t M ffi ^1) o 

18. IS 'f h P X > V X rJ' - K ^ tJt ^ giJ ^1^ 7 r 7 > T 
^LTHlIiEtalL-6§§^Ji^t:/j<S«SffiJtt l>PM- liJii*T^)'!> 

. lt3^lS13~17CD l^f n*^ 1 IS iS $!c © # lis M 0 ^ij o 

19. X^U^ '}L"W tt ^ hP-:^x>^X^-Kl^l7[^^J 

fli ^ ^ fi o 

20. ^ 1 L - 6 ^ ^ I* la *^ y ^' D - ^- /W tn: T- cb >S H 3l< 15 1 9 II 

21. Btjie^ y 5^ a - /UirL{**<PM- 1 JrC ^ T * 2. It * Ig 20 (C 

-t tiii M )^ o 
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22. BijtSPM- 1 ^W^<nm}&t h PM- 1 ^lt*I121{C!S 

23. bo->x>7X^ - Kl^tJt^SiJ;!)^^ ^ a u ^ i 

^ X 7 7 ^ h\ ^ p 5 A 7' i/ ;U X (i •> D * X 7 r ^ K T 
* -2) H * IS 19«c IS te © # SSM o 

24. fitlie:^-l' hD-;'xyvXiS'-K?^tt^^J*<>>'l-7r^>T-4> 

, It 3}< III 9 {C|£ «fe CD # til M 0 /4 o 

26. JalL- 6 ^ p - ;UM * 6 W * II 25 (C 

27. BulB^ y a -i- Jl^W^^PVi- 1 t/tl*T « olt*:5 26(Cietic 

28. mjsSPM- 1 in; ^ii^ H ^ idc t h PM- 1 tKi^r-^^m^Wizti 

29. BU le ^ ^ h P X V X - K 1^ ^ S'J > P U iJ' ^ > ^ 
:^'rhPi^x>'•7 7^^-K^'-^+•>h^ y;l/7r7>s "^^-^AT. 
5^ > . -f --^ X 7 T i H\ ^ P 7 A 7' •> ;l/ X •> i> P +^ 7. 7 7 ^ K T 
fe'&v lt5}?I|25~28©t,>f-'tL*^ 1 II E «)c ® <sg ffl o 

30. le ^ b P X > 7 X - K ?S fe" j^ij > ;U 7 7 7 > T ^) 

^ It II 25~ 4 1 © ^ f-' n 7t)^ 1 ISIC le tli CD ffl c 

31. JnLlL- 6gS^^^m^4^<!:*fl^*^-y:T<$ffl-rS'tMM?^3ilfijCDSy 

itCD;^ci6C0^-r l>P>^x>TX^-K?^iJtS?5iJCDf^fflo 

32. trClL- 6 ^^W^Wt<'e ^ ^ ^ - i- JliK^-T:'^ hm>^m3HZ 
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33. lulB^y ^ ^-:hJUlKi^iJ<PU- 1 ia«:i?* <S 1^3)^113211 left 

34. flJjIBPM- 1 ifiWA<:^m^t hPM- 1 $t^*T*6lt3)<Ii33{z!e 

^ > . X 7 r ^ b\ o ^ A y jl Xii ■> a X y r i KT 
* ^. ^ it^ic JI31~ 34© l ^iCBB«^CD{^ffl„ 
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40. HuiePM- 1 i^:<*;J<S«l^ t HPM- 1 Si ^ T * i> W * 39 !c|p 

41. hov^x^TX^ - K^^n:^5SlJ;&^y D b ^ >^ 
:^^ho->x>^X^-KN-:^+->K\ y;U7r5>. -^^Ax 
^ > . ^ .-1-^ X 7 r i h\ P V A 7- X X (i •> U pf. X 7 7 $ K T 

11 3}c IM 37~ 40O U ■fn^> 1 IS !B CD ffl o 

42. Bljie:*- ^ h p X > V X - K S iJt ^ ?flj ^ 7 y -5 > T ^, 

WjJ^Il37~41£Dl>1^n;:i^ 1 IS U se 4)t O # SI M 3^ 
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